Background: The diagnosis of chronic obstructive pulmonary disease (COPD) is based on airflow obstruction. In epidemiological studies, spirometric data have often been lacking and researchers have had to rely almost solely on questionnaire answers. The aim of this study is to assess the diagnostic accuracy of questionnaire answers to detect COPD.
Background
Chronic obstructive lung disease (COPD) continues to be an important source of morbidity and mortality and a socioeconomic burden worldwide despite the attention paid by the scientific community and the availability of guidelines and recommendations on prevention, diagnosis, and treatment [1, 2] . Unfortunately, there is still no consensus on the criteria for diagnosis of COPD. Nonetheless, airflow obstruction is commonly recognized as a key feature of COPD, and spirometry is the routine procedure of choice for detecting airflow obstruction and diagnosis of COPD [2, 3] .
The degree of airway obstruction that characterizes COPD is still under discussion since the Global Initiative for Chronic Obstructive Lung Disease (GOLD) has proposed a fixed post-bronchodilator ratio of forced expiratory volume in 1 second (FEV 1 ) to forced vital capacity (FVC) of <0.70 [4] as its criterion. This is widely applied, also for its practicability, but has been criticized for the risk of overdiagnosis [5] . Other authors, on behalf of the American Thoracic Society (ATS) and the European Respiratory Society (ERS), have defined airway obstruction as a reduction in FEV 1 /FVC below the age-, gender-, and race-adjusted fifth percentile of a healthy, never-smoking population, which is regarded as the lower limit of normal (LLN) (FEV 1 /FVC/LLN) [6] . Use of this definition reduces the risk of overdiagnosing the disease, especially in elderly subjects [7] .
According to the GOLD definition, even if dyspnoea, chronic cough, and chronic sputum production are often associated with COPD, the definition of COPD does not include the terms "chronic bronchitis" or "emphysema" [2, 4] . In epidemiological studies, especially in follow-up, questionnaire-based surveys, or in large, populationbased investigations, spirometric data are often lacking and researchers have to rely almost solely on subjects' answers. As the questions were originally designed for detecting asthma [8, 9] , validity of questionnaires in detecting COPD needs to be checked against a diagnostic gold standard for the disease. Although agreement still needs to be reached on a definition of airway obstruction criteria for COPD, some researchers have tried to validate specific questionnaires based on symptoms and other variables in high risk populations (smokers). They found that an association of several questions, coupled with a scoring system, could yield reasonable sensitivity and specificity to detect airflow obstruction in these high risk groups [10, 11] . In another study, out of a small sample of nurses reporting physician-diagnosed COPD, 27% had airflow obstruction [12] .
The objective of this study is to assess, in a large sample of the general population, the validity of questionnaire answers to detect COPD, compared to current definitions of COPD, based on airflow obstruction.
Methods

Population and questionnaire
A general population sample of 6685 men and women 25-75 years old was randomly selected from the population register in Göteborg, Sweden, and sent a postal questionnaire and an invitation to undergo a clinical examination, as previously described [13, 14] . The study population was recruited in 2001. The key question about physician-diagnosed COPD was introduced in 2004 and the present study was completed in 2008. Altogether 4520 men and women answered the questionnaire. An affirmative answer to the question "Have you been diagnosed by a physician as having COPD or emphysema?" defines the doctor-diagnosed COPD category. Respondents reporting cough and phlegm for at least 3 months within 1 year for 2 consecutive years fell into the chronic bronchitis category. The questionnaire also included questions about age, sex, height, weight, smoking habits, current respiratory therapy, respiratory symptoms, respiratory infections in the last year, and the question "Have you been diagnosed by a physician as having asthma?" Respondents (n = 315) with physiciandiagnosed asthma were excluded, as well the 21 respondents not answering the question regarding asthma.
Another 292 respondents were excluded due to missing information about spirometry and smoking habits, yielding a final number of 3892 study subjects. The study was approved by the Ethical Committee of Göteborg University (No. 237/2000) and all subjects gave their informed consent.
Spirometry
Before the spirometry, subjects were weighed and height was measured with subjects barefoot and wearing light clothes. Spirometry was performed with a dry wedge spirometer (Vitalograph; Buckingham, UK). Forced expiratory volume in 1 second and FVC were expressed in liters. Percentages of predicted values of lung function variables (i.e., FEV 1 , and FEV 1 /FVC ratio) were calculated using the European Community for Steel and Coal (ECSC)/ERS equation [15] . No bronchoreversibility test with short-acting bronchodilators was performed. A FEV 1 /FVC ratio <0.7 indicates airway obstruction according to GOLD criteria [4, 16] and a FEV 1 / FVC <1.645 × residual standard deviation (RSD) below the predicted value was used as estimation of the LLN, which is the criterion used by the ATS/ERS for defining airway obstruction [6, 15] .
Statistical analysis
Continuous data are expressed as mean ± standard deviation (SD), whereas categorical data are presented as numbers and percentages. We used sensitivity, specificity, positive likelihood ratio (LR+), positive predictive values (PPVs), and negative predictive values (NPVs) to define the diagnostic accuracy of the questions, indicating self-reported, physician-diagnosed COPD and calculated for each COPD definition (GOLD and LLN-based) with 95% confidence intervals (CIs). We also assessed accuracy parameters in a sample of the population aged >40 years, in subjects not reporting wheezing, and in subcategories by gender and smoking habits (neversmokers, former smokers, current smokers). All calculations were performed with SPSS 18.0 (IBM Corp., New York, NY, USA) and Simple Interactive Statistical Analysis (SISA) free software [17] .
Results
In the whole study population, 366 subjects (9.4%) had COPD according to the GOLD criteria, whereas 163 (4.2%) had COPD according to LLN criteria (Table 1) . Altogether 33 subjects (0.8%) reported doctor-diagnosed COPD, in 19 of whom (57.6%) the diagnosis was made after 2001. Ninety subjects (2.3%) were classified as having chronic bronchitis. Other characteristics of the study population, stratified for COPD diagnosis, are displayed in Table 1 . Sensitivity, specificity, LR+, PPVs, and NPVs in the overall population can be seen in Table 2 (see Table 2 file). Sensitivity of the question "Have you been diagnosed by a physician as having COPD or emphysema?" in detecting airflow obstruction was 5.7% using the GOLD definition and 9.8% using the ATS/ERS definition, whereas specificity was high for both definitions, 99.7% for GOLD and 99.5% for ATS/ERS. Sensitivity, specificity, and PPV for the above question were higher than the self-reported symptoms of chronic bronchitis in identifying subjects with COPD for both airway obstruction definitions (GOLD and LLN). We performed the analysis in individuals >40 years old and in those who did not report wheezing, but the results were similar (data not shown). In Table 3 , we report diagnostic accuracy data for women and men (see Table 3 file). Tables 4  and 5 describe accuracy data in never-smokers, former smokers, and current smokers for the two categories (doctor-diagnosed COPD and chronic bronchitis) (see Tables 4, 5 file). The sensitivity of the question "Have you been diagnosed by a physician as having COPD or emphysema?" was higher in smokers, compared to neversmokers (Table 4) (see Tables 4, 5 file) .
Discussion
Diagnostic accuracy of the questionnaire
The question "Have you been diagnosed by a physician as having COPD or emphysema?" is commonly used in population-based epidemiological studies. In this general population-based study, it scored low sensitivity (5.7% for GOLD and 9.8% for LLN) and high specificity to detect significant airflow obstruction according to GOLD guidelines (99.7%) and ATS/ERS recommendations based on LLN (99.5%), as well as a rather high LR + and a reasonable PPV (63.6% and 48.5% for GOLD and LLN, respectively). These results suggest that the question is truly associated with COPD and prevents misclassification of non-COPD subjects by spirometry. Unfortunately, the low sensitivity implies that a significant number of subjects with COPD cannot be identified by this question, and reflects the well-known underdiagnosis of COPD by physicians [18] , even using the more stringent LLN criteria [6] . However, in analytical epidemiological studies, especially when the aim is to evaluate a risk factor, it is preferable to have a test/question with very high specificity and lower sensitivity, to avoid false positive findings and, consequently, bias in risk estimates [19] . Analyzing a subsample of subjects >40 years old, at which age the disease is more likely to be diagnosed, did not significantly change the results.
The accuracy of questionnaire items to identify COPD has previously been criticized [20] and they will never replace spirometry to make diagnosis [21] . Unsurprisingly, the sensitivity in detecting COPD through asking the question "Have you been diagnosed by a physician as having COPD or emphysema?" is lower compared to that of the question "Have you been diagnosed by a physician as having asthma?" in defining true asthma cases [8] because asthma is more widely known to patients and physicians. Recently, the accuracy of questionnaire items in defining COPD was assessed with the main purpose of developing a screening tool for primary care [11, 22] ; in these studies, a set of mixed questions on symptoms and personal information achieved good sensitivity and reasonable specificity. However, they included only high risk groups (smokers), excluding those with a self-reported doctor diagnosis of COPD, making comparison impossible. In another study, female nurses reporting a physician diagnosis of COPD were selected to perform pulmonary function tests. The results showed a slightly higher accuracy than seen in our population [13] . This could possibly be explained by the sample selection. Health care professionals, because of their education, are probably more likely to correctly report their medical history compared to non-health care professionals. Moreover, since women are less likely than men with an identical medical history to receive a physician diagnosis of COPD [23] , women have a higher probability of having COPD when reporting physician-diagnosed COPD, as also shown in our data (Table 3 ). Not surprisingly, the question about COPD was more accurate in indicating airway obstruction compared to the combination of questions that defined chronic bronchitis (cough and phlegm for at least 3 months, 2 years consecutively). This suggests that subjects other than persons with COPD (e.g., subjects with asthma or repeated respiratory infections) also reported these symptoms. In fact, subjects with chronic bronchitis have a higher rate of respiratory infections (40%) compared to subjects with COPD (33.1%) and the general population (33.2%) (data not shown). Surprisingly, just 6.1% of the participants with a history of physician-diagnosed COPD had chronic bronchitis symptoms, suggesting that COPD could be underdiagnosed or misdiagnosed. Given the high number of subjects with wheeze (24.6% using the GOLD definition and 31.3% with the LLN definition), we cannot exclude that asthma was also underdiagnosed or underreported in our population. However, wheezing is often also associated with COPD [24] and the results did not change significantly when the analysis was performed in the subjects not reporting wheezing (data nor shown). The accuracy of questionnaire questions in detecting airflow obstruction did not differ between men and women. The reported question on doctor-diagnosed COPD showed higher sensitivity in detecting COPD in smokers compared to non-smokers, whereas the PPV was higher in current smokers than in non-smokers. Just one nonsmoker reported doctor-diagnosed COPD, but in nonsmokers there was no false positive result. This interaction of smoking habits with the accuracy of the question is not unexpected and could be related to the well-known underdiagnosis of COPD in primary care, where physicians are more likely to make the diagnosis if the patient is a smoker [25] .
In the present study, chronic bronchitis symptoms were fairly common in those who were excluded because of reporting physician-diagnosed asthma (8.6%), higher than in subjects with COPD according to either the GOLD or the LLN definition (data not shown).
Validity issues
In this study, only pre-bronchodilator spirometric data was available. Because the GOLD guidelines give a FEV 1 / FVC ratio of <0.7 as cutoff point to diagnose COPD, based on post-bronchodilator data, and the American College of Chest Physicians, American College of Physicians, ATS, and ERS define COPD as a disease characterized by an airflow obstruction not fully reversible [3] , this could be considered the main limitation of this study, bearing to an overdiagnosis of COPD. Anyway, the prevalence of COPD in our sample of the general population was lower than expected, based on previous studies [26, 27] , even if the FEV 1 /FVC ratio was derived from pre-bronchodilator data. Nonetheless, in another, similar study, a pre-bronchodilator FEV 1 /FVC ratio was accepted [28] and at the time the present study was performed the guideline of the UK National Institute for Clinical Excellence did not consider spirometric reversibility testing a necessary part of the diagnostic process [29] . As a matter of fact, the bronchodilator response suffers from a lack of reproducibility [30, 31] , being influenced by smoking habits and other parameters [32] , and failed to discriminate between asthma and COPD [31, 33] . However is undeniable that pharmacological bronchodilation with salbutamol would influence FEV1/ FVC ratio, increasing it in normal subjects and in patients with mild stages of COPD [34] . This expected increase could affect sensitivity and other measures of validity in this study. Unfortunately the variability of post-bronchodilator response in FEV1/FVC found in other studies [34, 35] and the lack of data on postbronchodilator response in our study makes very difficult to estimate this effect in our population.
The choice of using the European Community for Steel and Coal (ECSC)/ERS equation [15] to calculate LLN could be another limitation, since it will not take in consideration the non-linear decline of FEV1 related to the age. Nevertheless the aim of this study was to assess the diagnostic accuracy of a questionnaire and, to make our results comparable and applicable in clinical and epidemiological practice, we had to rely on those methods still most widely used, despite some relevant limitations.
The Finally, the subjects we excluded because they did not respond to the questions regarding smoking could have biased our accuracy estimates. However, a further analysis including these subjects confirmed our results (data not shown).
Conclusions
This was the first study to assess the accuracy in detecting COPD through a frequently used questionnaire item. The high specificity and good PPV suggest that the question "Have you been diagnosed by a physician as having COPD or emphysema?" is more likely to identify those who do not have the disease, whereas the low sensitivity of this question could underestimate the real burden of COPD in the general population.
